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(54) [^Wffl^Sc] ^O^M®iS®OHI^ffiff©fcftffiRfi^^^«»^i^©ffi^r/ICfi«ro)Kfe^tt 

mum 
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4>tt < 1 1> 1 -3©r£1131>&Stf fliH'MS©!?! 1 (Dftfflti 
RSftm < i fe 1 -o©?Sfi:SS«:£tf8SJM\ia©S2 



(51)IntCl." 
A 6 1 K 7/48 
7/00 



(2) 

1 

5Mc < 4 4> 1 o©ffit*JI*#toll8«/]^©» 1 

4> fflscoaffiBrtKiaar^ct^r*, *o^®ji 
<oama i *« * * c a *«a & -r io 

CsB*3S2] » 1 ©»»!ft©/Matt 1 . lO-'cin 1 
s- 1 *ffl**ft»»*G>ASL [N- 
2. 2. 6. 6 -f* - 
N. N-i/>^^-N-t Fot^x^r^-'JA 

til. 1 0" 7 cm 2 s^OftWHttKDA S L<Dffiifc£pJ 

ffitc-r 4 ©r^ 4 c 4 *l$a 4 T 519*31 1 o^Sc 

i mxm 3] mi <D^%m<o^m^m:^mmm 
^ci^tit^ 18*31 i * tc t* 2 com^^c 

[ 18*31 4 ] mi ©#«»©/bia#£J>tt < 4 fc 2 4 &* 

C 4 *W»4-r 1 *6 3 ©C^rtiaEP 

[18*315 ] » 1 ©»tt*0/MB*, *4<it>n 
<0J»tX*^ffi«IL/c 16^63 0<OK*JS^- SWTS III 

l*6 4©t>Tft*©fflES*5. 30 

[ 19*31 6 ] mi <D&«m<D>hm&* ^o^mmm 

-pcD^t^BiMiS^^A,^^ * - ;UT ^ x - f^k 
*fc>fc< 4 4> loofliJWIK^^/c^y^-^r^^x 

xf^i^^f)^a, frh&tR$*itc&u< 4*> 1 

OOIIWCJBJ5E S ti fc C 4 4 r *S 8*^ 1*65 

mi<Dftf&ty)<D'bM&, hyyy-tryn- 

>gE^ h'j^A; PEG8Xf7U-h/3b 
= h y r^A ; i/PVt 

3U*f L p-;U/T2-'A>$Ol/* S >Wl1~ Y V ; PE 
G8Xf7U- l/XfO-V7 h IT*- 

ju/rt^uVju* s h >; ^ A ; X* K 50 



?#^¥7 - 3 2 4 0 2 9 

2 

* h 'J^A ; 7k5RKJrau^^>/#y**S/x?-U><fc 
/a u^fP-VT^^^ ^>iS^" h 'J 2 A ; * 

.[S9*318] B2(D»^<D/MJaA^ 16*63 0© 

R. 1 6^1^ O^^g^to^ < i 1 1 o 
1 *fctt**itt±©IGI8»* 

^Jl/XXfJK :fc<fca'^;h6©^^*6ii&£nfc|]i 

[59*319] »20^»«5©/Ma^. t77'Jk>f 
> ; AsUvf >/x^y-jb/^ ; Aau^>/^ 

y-fe y;b- 6 --fef-r 'j^^^-^x-w; >M 
yx^;U ; ^^aiRSti/cCiiilfai-r&Bf*^ 
1 *6 8 Oti-rn*<DfflJ5E!|». 

[if3»i 10) mi <D^m^tm2<D^m^<omstm 
w» is^e ji 1 * 6 9 <d r n*coffi/s^ 0 
^5 c t -rzm^m 1 *6i oo^rnwi 

,[SS«31 12] mi ©»ttia*CCS4tl5?Stt*3&^ 

«5*6iltR^n/cC 4^:^4^518^1*6 1 1© 

[18*111 3] »2^»4Jj*tcS*^5iSttS6*^ 
If y 5 - n - * # * -> >r ^ y ^ Ji/K. 

* (DR»fl=* 6 a*R $ ti/c C 4 * 4 f 5 18*^ 1 * 
6 1 2 (OfflfiE«J. 

[18*^ 14]. Tktttl^cc^KShfefttliigccSti 1 
C4*«Rf1»4T-2>«*311 *6 1 30l^-rtl*Offlfi£ 
^ 0 

[»3jB!l 5] *:rg144/cttl!tiStt^>T^*^>h* 
MtC^tTC4«:1Sa<b"r5l*3R^l*6 1 4CD^m* 

1*615 cD^^m*©M^©ffii^o 

[ bb*i i 7 ] ^**citt-e«a**-^As. s.mm& 
<D&&&&mL'tc$kft<Dfflm<Dtc#>(Din>£m 1 *6 1 5 



(3) 

3 

i mmm 1 8 ] i & i 5 ot »r 
^rg:isccsffl-r s c i <t q a * ffi*(DK&5Ra#^ffi. 

8MB] 

[0 00 1] 

«HI?(D3lSOfflS<DJItte5Ra:* (depi cmentinq) S fcti 
[0 002] 

CDA^OSJt, J:01#i!6WCC«#6C, BgfeCDSS(patche 

[0003] cne>©iff«»o^(D3ift. ^c^\ttm 

[0 004] ^^OKfe^a^ffllS^Cdepiqmentinq co 
mpositi'onsD^rptlCCSffiTS^. f n^Offi^W 

[0 00 5] S BW'hK* (lipid spherules) £ 30 

fcWbM (vesicles) ( »J # V- A <t IT^ £>ftTl> 
5) cfHC 27 7"-fe;UF l g^2§n/c (encapsulated). &JS(D£2 

. acDfc^ccsfjaa i */c««nw±o?si4ig%wr&s 
[0006] flg«/hS£»s/c«/Ma«. i 

coi JIB? 3 ti, C ft 6 G>I5M>R 7 ^ ^ «*ttOtBtc * ^ 

H£raA,*rt,>£. *©7KttOtltt. **gt4©ffi&!&»«: 40 

nmW 5 0 0 0 n mOBJ^i^aSSr^T 
[0 0 0 7 ] C<DCtlcm?Z&<<D&$%Ztltc3d$<D 

^BJ^ 3 tlfc 7 v > Xilttfl#HrS2 , 408 , 3S7^CCO^ 
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4 

CDfttfcft (dispersions)**, rSi4«l«08U4: 3 1/ - 

4Stf4>fc< £fe2o<D#f^*#X/Cl,>£. 
[0 00 8 ] 

[0 00 9] *fflBHAtt*fc. &JgCDSlffifi#£SIII# 

[0010] jg*O<D<fc90C, SffiJH (surface 1 

ayers). 'ft WM (stratum corneumX Rt>'i£Ji(deep lay 
ers), SaKCepidennisDS^XKCdermis) cfc 0 

[0 0 1 1 ] *jfe?B<DrtS«. SiSoaSHi^H*^ 

[0012] «FWttii*es«i{Ccfcn«. s 1 o^uat 

[0013] *UBaA(S. /J^OSSSTKfPffl (deep-do 

<t: o uztiTi>z>'hm<D&mtt(D^m%:&m Lxm. 

[0014] C<D&m\Z. 'bMOftmcWL*) Ktlhtllc 
^JASL [N - (l-* + ^-2, 2. 6. 6 -f" 

tFD^^xwv-t-OA a^<t^] (^) "C 



(4) 

5 

[0015] 
Utl] 

Me 

I 

Me-N+-(CH2)20H , I* 

A 

I 

O- 

[0016] A<»rt^o-^©a;fc»»D^>i . io 

[0 0 1 7 ] AKJBrtfiD^o--^©a:ttflRaD3»s< 1 . 

t±. tSSMWHJt (DTA) cc<fcoT, 20 
[00 18] cn6/MfflOffi©W«tt. ^iS^OcfcO^: 

reeof encapsulate on )<Dtc#><DV&i~C&2> 9 
[0019] C©«©»J5£©/c«>&CjIS 
WCCfiEffl3tiSa2K*r*5 (^Liposomes a practi 
cal approach by R.R.C. New, IRL Press (1990), P. 12 
5-136&#fiS) o 30 
[0020] 2/ ^-fe'jU^aStt. >Nfc4HC# JUftS " 

-ton** 

i^^JK^S^a-^O^atOXfl (To) ©a, 
f30<£0&CC^#^2 4B$p a , HI (T^.^J "CEJg 

[0 0 2 1 ] cn6 2-DOiI,mo/cg'l^corBl<Offli^t3:, 

mi,*. 

[0 02 2 ] /hlScDUl KD^f =fy- (SJSOSEHrtK: 
sc^r rOu i 3 ti & /J\ $ te7kiS14*^ ©fcrt cci^t » * -fe 

^rtasn /ctt lace *>• ra o tc i* <e>b#hi $ou =1 - * a* 
[o 02 3 ] ai©*w y- (jgttssoggajteas) o so 
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6 

6^e>3 0CDfiS<O85HCO«a#Pllgll»ill, t^JU* r-OU 
**7r*S/;U=iy><DJ:5 tclSffiS txtcSf&CD y >BS 
Hi, 1, 2 *fc«3o©Jg||»S![%$tf4<y* 

[0024] mzoxT**)- («s^<z)rStt^<D» 

16*5> 3 OOKSRIH^-^WrS^fflWaSIISIRSr 

mit&iiir «fiE $n/c^'j^-^7J^^- * & « 

ecJrOtBlSaSnte^^^^ltaill FR 92-09603^Cf$ 

wpi^^nri^, ^ y;i/#y ^y-byji/-6--fe 

[0 0 2 5 ] «»©^faCC:tel>T\ ^-r-a-JU ( V 4 h 

h y (7^>h>; *-^> . fi».OT5> 

K) ffl. y^&iHz^k U^K^^l/t h'j^A, 
TJt/*;Hi6H (-fe^;HS*»^ h y 9A) . =1 UXfD- 

ii/«tM*/c«3 uxf-o-juy >k©t^* y&iata, 
>ffi<Dcfc^fty*T5 ^Ki-eneofflsa. j:Dti^$ 

[0 02 6] fRUt^C^ 1 (DftT-^'V - (S^CDai 

{C, 4 5/4 5/1 ooitibtcfct^r (CCtA« c 
himextttCfcoTChimexane NL©*?*"CrfjJES*lTt^S 
h y ^y-b y jH2^;Ux-f-;U-C*S) : 

- B/3l/^fo-VJ>B!^?^ ^(^6 0/ 
3 5/5CDafiJ:fc«:*5l»"C (CCTBti Chimext±CC<fc 
^rchimexane NTOfSu n D ^"CTp^$^-CC^ h y ^y-fe 
y;l/*>-. t^-Rc/F yH2.^-;I/x--3rJl/Ofi^igjr* 
*) : 

7. 5/4 7. 5/5cDS&i±te:fel>-C : 

- PEG8^f7U-F/3l/^fO-V7^y 



C5) 



hl> ^ A, 5*CC47. 5/4 7. 5/5© i 
aatbCCfcOT (CCTPEG 8 Xf7L/- MiUniche 
mctf±CC<fcoTPEG400;*7*T U- hCDfS^Trfil&^ft, 

; 

- PEG8Xf7U- h/=i L/Xf*P-Jl//7 ^ ^> 
7. 5/2 0/2 7. 5/5©MJtlC:fel>T : - * 

3Ras»nu^^>/j.^u>***> FSiwa*****';* 

*r*s3i?U>it7 4 h^f-a — JU\ £fc(C6 0/4 0<Dffi 10 
Sib; 

^ft^^-^^u^-x^^-rT u- h/n u^f-a-jb 

./TS^I/^* 5>»;T h V^A, »CC4 5/4 5/1 
cholttiCcfc^rGlucam E 20 di stearate^® A£ "CJE^ 

- A/nu^^n-^/y^B^Hz^-ji/. »*u<« 

4 7. 5/4 7. 5/5<7>mmJt; 

- i/^'J-fe'JJ^^fTb- h <Wx.tf Nihon t±tC 20 
cfcoT Emalex DS 01<J5fcgu%y~CW3t S ftT t>S ) /n 
l/Xf P-V7^l/ ^ >^t h 'J ^ A, 45/ 

4 5/10 ©mattccfct^T ; 

- i/ga^Aaywn u-h (w^a Gr-mo 

tfcCCfc^-CGriTloten PSE141 G©]S"i&43"CflR^ 3 *l"Ct> 
A, 5*CC4 5/4 5/1 OtDSfltfcCCfc^T. ; * 
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- fF^^'J-b'^l/h nf7l — h (Witf Nikko 
ltt«lJ:o"C Tetraq1yn3S©fiift*T l JIS3SSh"CC»*) 
/n UX^-U-JU/T^y^^ S>SS^ h U ^A, 2fe 

cc4 5/4 5/1 offiffltccfcur ; 
[0 02 7 ] SRl/-CfiC>*2<£>*7? L =fy- (&/s<DSt 

- t79>juv^>: 

- Nacipide II (Aal/y^VA^ /-;U/7k*6 
0/2 0/2 0 ©JtfitL Nattennanr>tt^C J; 0 rfj JE * ft 

■ci»£) ; 

- C ttlu^Val/^fa-V^ot*^? 
<;n— )l%4 0/3 0/3.0<DMU:L NattermannttCC 

ct-^riw 50 po©jSi5o*"CrfJE<o3<i"Ci,»s) ; - 

D/ ! ;>K2^5 U^^k £Mc9 5/5<D*iJt<C*5l> 
-C <CCT*DtiChimext±tCj:orChiniexane t&DftftFC 

*^ASLttJ:£!£t*{^D, HSKCiOU a 

"CO. 3 5%OifiKO*^-fe^rtSSti/cASLCCj:0 
[002 9] 







ffiSlfc^ (mir) 


ft£SM£Efc 

DC 1 0-Tr m* 


si > 


^3-^0 


CO 




#51 <Dii ^ 




i /me) 
T o THb 


J 




4 5/4 5/1 0 
(6 7.5/6 7.5/1 5) 


4 2 


5 


7.5 


6.8 


5 0 


2 




6 0/3 5/5 
(9 0/5 2.5/7.5) 


5 8 


2 


1 1 .1 


1 1 .1 


54 


3 


T > A^/l^ » tMJCA 


4 7.5/4 7.5/5 
(7 1 .2 5/7 1.2 5/7.5) 


4 2 


2 


1 3-B 


1 3.8 


5 0 


4 


PEG 8 ^y7l/- »-/ 


4 7.5/4 7.5/5 
(7 1.2 5/7 1.2 5/7.5) 


4 2 


2 


1 4.4 


1 4.4 


5 5 


5 


PEG 8 X?7I/- h/ 


4 7.5/2 0/2 7.5/5 
(7 1.2 5/3 0/ 
4 1 .2 5/7.5 ) 


8.3 


2.5 


4.1 


3.0 


5 S 


6 




6 0/4 0 
(9 0/6 0) 


8 


2 


6.0 


4.8 


8 0 


















7 




1 0 0(1 5 0) 


0.3 


0.2 


1 .6 


0 


<0 


8 


Nat i p i d < D 

(*l& ^ >/* ^ / - A>/ig> 


2 0/1 6/6 4 
(3 0/2 4/9 6> 


0.4 


0.2 


0.4 


0 


<0 


9 


^"o t' u v y a — /u) 


6 0/2 0/2 0 
(9 0/30/3 0) 


0.2 5 


0.1 


1 .8 


0 


<0 


10 


D/y vgf >? * 


9 5/5 (1 4 Z. 5/7.5) 


0.3 


0.2 


2.0 


0 


1 4 



[0 03 0]!£fiSt{SMD(7)9JSt±. ASL. SfiStt^o 50 -^fflt^2o(Dm 1 ^TciJaWMttflE^ffilS 



(6) 

9 

&m (EPR) ccoc^rco— EPRHMB-f.*-^ 

/c. cne)20^a^ V. Gabri.ielcic 6CC<fc£"Ev 
aluation of liposomes as drug carriers intothe ski 
n by one-dimensional EPR imaging", international J 
ournal of Pharmaceutics , 62 (1990) p. 75-79, Elsevie 
r. SO* V. Cabri.ielcic iC J: *£>" Liposome entrapped 
molecules penetration into the skin measured byni 
troxide reduction kinetic imaging", Periodicum Bio 
loqorum vol.93, No,2, P. 245-246, (1991) <£>lEIP&Cte I > 10 

[0 03 1] #:/HzJWSKCDSJ£tt. ±IB3IJBSftfc 
R.R.C New CDjtK^CCBS^SnXC^.fc^CCU'ClHf 

^/J/diUV-B^^^'J-Vl, -&3R*fc« 20 
[0 03 4] ?i£t£ ltfSbtMl^>^ £ U 

-jt/XXr-Jb) ; y-fKIJR^tt (7SJ^^>^i 

n>) ; h y t Fa*^-f«HB»» 

>) . Rfb*^ (x ; h 30 

.RiS(» ; -s>*/7 * y viSBSfcctcX/a/cWfiE^IS* 
>^'Jf>^>77- 1 -<>-tz>- 1,4-^ (3-y 

f;f>-l0 - ju*>)"M*fc«:ftB<fc 

U4 - (3 -y f l Jf>*>77-) -7i^F'J 
*ris)V-2 -UTS- 3, 3-^7x^7^ , JU-F 

[0 o 3 5 ] ess/ctt^y&Rturtt. Ktft&iSfc 

<fcV/*fc«K{b^*> (T i O,, ZnO,) 

[0.03 6 ] nmigmmtLxiz. s-n-tzzs-t 

;u*y^;i/K©<t5&-yij^ji/Ba§«»: u?-y^> 
[0 03 7 HSiS»J<bittt yjutrh-Jk yy-teU so 
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>, ^+-y-> h y Jl\ 7*n truoyy n-;l/, 
> u> ^ y a -;b<b # U x * u > yy 3 - jkdJ; *> 
y t Htf*^;ur^=i-ii/ ; tS (y^2 b-z£#z>2 

y-;W; t7^n>B; J 6>'x>y-^7S>7^h7 
5 Ki^yx^y-Jl/75>7-t:F7S K ; 2-b'P'J 

[0038] mmrmi^m^h^m^ctfy^)^^ 

IS : 'O^t Fo + >>x— f-ii/Oct^ft t Fn*y 

>£-eCQ^2gft ; 7^*i/«)A7X3J^W^7*- 

K!)cfc5^7^a;H^y8if<DR«# ; ffi*J»ffi«J v 
; KBRlflUJtt ; t Fn=ijU?-!/>ao^-rci^ Klfi 

■CiftfiESli ; r*ey> (r-b^ju-9-y^ 

IS) , 7tF7i/7x>, ^yu^-t2>, 7it;-; 

XfD-f F^iSjftffiSI ;7^7t-Wo - ^ (bi sab 
olol) . /8-yy2/b?>8i77>h^>©ct5«c5i 
ffeffilS. lalC<^tl6fa5ttSI©jS'&«5, 

- (Din^ssti . sec c tx h mwm&mttm * /c tstnfe 

[0 0 3 9 ] mmteCtt LX. C><-3;fr©iSi£36«/J\ 

cneoffittJitt, *iia»THr. ft*(c»bTBi 
[op40] «ffirftffli"*jiiai8m»ffiffl*fc-3iR 

[0 04 1 ] **KCCj:^fflJ5S'!BJtt. 7jct44rJU. i-^jl/ 

FR-^V-2 , 485 , 921^ t FR-A-2 ,490 , 504^ tp 6CB2IS 5 
tltc& 5 >5:/jNlia»»Sn/cWS»(oil droplets)CDcfc 5 

[0 04 2 ] ^I^DCDJ:^^:, JbmtO&tt&tiZ* ffifei 
tt. i/y=i->^ttlli*tett7lctt<offi*«:»tt 

[004 3] *mi<DJMU$&\t. mto£V/£tcteM 
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[0044] *»q8<D*/c»JttaEH«. ±i$ O/cl&S^ 
[0 04 5] **98©ffiC[>«aiWS»tttt. 3SW<bb"C 

[0 04 6] 
[SIMM] 

A) ASL**^cffi«/MBO»Ji 
/MB<DS©«flEIIIS»ff»l/, 1 0 m 1 <Z)> 2 ✓ 
ccg^b fc. -eor ;u 3 - juflSjgHi&i »t? JjraBJg^W* 

fco5 0 m Ig^LJS^^^nrttC^L, Klr»rrtg!B5*5 

3 0 - co?aKriS^*iJaiStiS<t ^tta-^ y-x^# 

[o 047 ] ;^ur^^^nF*g(cAS L^o. o l ^e;u 

i o o/Miaofca&tcsa (2o*o ) r, * tc\tM 1 * 
<D#ms-9 i cr>/MiacE>/c«c>cc5 0T;4H>-rn*p(E> 

ftfr-Cl O»W^¥rtB0iBi?fc."'*<!!>«»**tr^'t? 

KEU 5 0 0 m 1 <DM'g7k£t£f&Ziitc<, iSfcrte:— BE 
H'ffb/c. SB, ^£>7K££&U 2SSt*S6K:4BSM 

[0 04 8 ] *3 0. 3mm©IS**^Ma^»1» 30 

SIR o r i >fc y 5 <DWfr h ® 0 & o /cfi^ScD— SCHISM 

[0 049] J*KL//c^O^CE>-^>^Mi7kT , r'rfif . 
HSlmro. $15 mm, fig l' 0 mmOW>ttC«JBi 0. 

[0050] b > mmmw<D$i& 
/Mia (ggSBTPSf^*^) «aiRLfcsa©ja«ja:«j*4o 

yy-fey > (SttH) 

[0057] 

- mis :afflrftfflr-sy#v-A 
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(Si 1 *#JH) co*lB^flOfca&coa«©*ffi«c J: S3 

[005 l] ffi^KffiB©fcaG><04>tt< <h 4> l 0(0^ 
*_/c 0 ifflK«ffT.Cc*#UTt>a[H 

[005 2] 2 - S2CD*fd" y- (SffircD&tfc) . 

(2 0'C) T®mccjg}$0^0, «H"C 
r£1*tt/Wia (* 1 «r#BS) ©H*»JSS-ra«J3£1Sl<3WS!R 

* U /caM-Cr&ti & /M9# c tile cfc ^ f# 6 
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